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1. This opinion contains indications relating to the following items: 

Box No. I Basis of the opinion 

□ Box No. II Priority 

^ Box No. ))) Non-establishment of opinion with regard to novelty> Inventive step and Industrial applicability 

□ Box No. IV LacK of unity of invention 

@ Box No. V Reasoned statement under Rule 43i>/s.1 (a)(1) with regard to novelty, inventive step or Industrial 
applicability; citations and explanations supporting such statement 

□ Box No, VI Certain documents cited 

D Box No, VII Certain defects in the international application 

IS Box No. Vni Certain observations on the international application 

2. FURTHER ACTION 

If a demand for Internatbnal preliminary examination is made, this opinion will usually be considered to be a 
written opinion of the international Preliminary Examining Authority ("IPEA"). However, this does not apply where 
the applicant chooses an Authority other than this one to tie the IPEA and the chosen I PEA has notlfed the 
international Bureau under Rule 66.16/5(b) that written opinions of this International Searching Authority 
wHI not be so considered. 

if this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of three 
months from the date of mailing of Fomi PCTyiSAS2o or before the expiration of 22 months from the priority date, 
whichever expires later. 

For further options, see Form PCT-ISA^ZO, 
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Box No. I Basis ol the opinion 

1 . With regard to the language, this opinion has been established on the basis of the international application in 
the language in which it was filed, unless otherwise indicated under this item. 

□ This opf nion has been established on the basis of a translation f ronn the original language into the following 
language , which is the language of a translation furnished for the purposes of international search 
(under Rules 12.3 and 23.1(b)). 

2. With regard to any nucleotide and/or annino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a sequence listing 

□ tab»e(s) related to the sequence listing 

b. forniat of material; 

□ in written format 

□ in computer readable form 

c. time of fillng^rnishing: 

□ contained in the international application as filed. 

n filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 

3. □ In addition, in the case that more than one version or copy of a sequence listing andA^r table relating thereto 

has been filed or furnished, the required statements that the information in the subsequent or additional 
copies is identical to that in the application as filed or does not go t^eyond the application as filed, as 
appropriate, were furnished. 

4» Additional comments: 
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Box No. Ill Non-estabtlshment of opinion with regard to novelty, Inventive step and industrial 
appllcabltity . 

The questions whetf*er the claimed invention appears to t>e novel, to involve an inventive step (to be non 
oMous), or to be industrially applicable have not been examined in respect of: 

D the entire mtBrnational application, 

SI claims Nos. i6(part) 



□ the said international application, or the said claims Nos. relate to the following subject matter which 
does not require an international preliminary examination (specify): 

□ the description, claims or drawings (indicate particuiar efements below) or said claims Nos. are so 
unclear that no meaningfu! opinion could be formed (specify)', 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed- 

12 no international search report has been established for the whole application or for said claims Nos. as 
above 

□ the nucleotide andA:>r amino acid sequence listing does not comply with the standard provkied for in Annex 
C of the Administrative Instructions in that: 

the written form D has not been furnished 

□ does not comply with the standard 

the computer readable form P has not been furnished 



□ the tables related to the nucleotide and>br amino acid sequence listing, if in computer readable form only, dc 
not comply with the technical requirements provided for in Annex Obis of the Administrative Instructions. 

G See separate sheet for further details 
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Box No* V Reasoned statement under Rule 43Jb/$.1(a}(i) with regard to novelty. Inventive step or 
industrial appllcalolllty; cltatlDns and explanations supporting suoh statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-16 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


1-16 




No: 


Cfaims 




Industrial applicability (lA) 


Yes: 


Claims 


1-16 




No: 


Gia/ms 





2. Citations and explanations 
see separate sDeet 



Box NO. vm Certain observations on the int»m9tlonai application ^ 

The following observations on the clarity of the claims, descriptfon, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Re Item 111 

Present claim 16 relates to compounds defined by reference to process claim 16 
in which it is stated that "any functional group is protected if necessary", and Lg^ 
and Lg^ are defined as "a suitable displaceabie group". Whereas these terms are 
considered to be clear in the context of the particular reaction claimed, they lead 
to a lack of clarity (Article 6 PCT) In the compound claims, divorced from the 
corresponding reaction conditions. It is thus unclear which specific compounds fail 
within the scope of said claim. Consequently, the search of claim 16 did not 
include compounds wherein "any functional group is protected if necessary", and 
the meanings of Lg^ and Lg^ were restricted to the specific leaving groups Ksted as 
preferred embodiments in claim 15. 



Re Itenn V 

1 . Reference is made to the following documents: 

D1 : WO 03/080064 A 
D2; WO 03/080625 A 
D3: WO 02/08205 A 

2. Claims 1-16 meet the requirements of the PCT with respect to novelty (Article 
33(2) PCT): 

The region of over\3Lp between present claims 1 and 1 6 and claim 1 of D3 can be 
regarded as a novel selections^ since the former result from a choice of a 
particular combination of substituents from the general formula of D3, which is not 
specifically disclosed in the latter. 

3. Claims 1-16 meet the requirements of the PCT with respect to inventive step 
(Article 33(3) PCT): 

The problem underlying the present application lies in the provision of further 
compounds having inhibitory activity for the T*e2 receptor tyrosine kinase and 
accordingly having value in the treatment of disease states associated with 
pathological angiogenesis. 
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Documents D1 and D2 dfsclose compounds having the same activity as the 
present compounds, where the main difference tn structure lies in the replacement 
of the five-membered ring fused to the pyrimidinyl ring \n D1 and D2 with an 
ethynyl linker. No incentive is provided in the prior art that would lead the person 
skilled in the art to perform this modification as a solution to the above-mentioned 
problem. It has been made credible that the claimed compounds solve the present 
problem (see present description, p. 85). 

The intermediates of claim 16 share the structural element of formula I which 
makes the contribution over the prior art and are therefore also considered to be 
inventive. 

Re item Vill 

1 . Claim 1 6 is unclear because the compounds are defined by reference to process 
claim 1 5 containing functional definitions which are clear within the context of the 
process but not in the context of an independent compound claim (cf. Item Itl). It is 
also noted that the point of attachment of L {meta or parst) is implicit in claim 1 5 
(through the reference to claim 1), but is not clearly specified in claim 16, 
particularly for intermediate Vic. 

2. Claim 1 0 is unclear (Article 6 PCT) owing to its reference to the description (see 
aiso Rule 6.2(a) PCT), 

3. The optional features in the claim 1 5, i.e, the definitions foHowing "for example", 
have no limiting effect on said claims (Article 6 PCT), 
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